SUMMARY -HTLV-I associated myelopathy/tropical spastic paraparesis (TSP/HAM) have been increasingly described in practically all regions of Brazil. Five confirmed and documented cases of patients with TSP/HAM in Rio Grande do Sul are reported; in all of them spastic paraparesis, neurogenic bladder and superficial and/or profound sensitive disorders were observed in variable degrees. One patient presented a relapsing-remitting course with a cerebellar ataxia (multiple sclerosis-like pattern). Everyone was submitted to clinical, serological, urodynamic, neurophysiologic and neuroradiologic investigation. The aim of this study was to present the southern region of Brazil as an area with significant endemicity for HTLV-I/II infection (prevalence of 0.42% between blood donors), and also to show the existence of patients with neurologic disease associated with this retrovirus.
. It belongs to the sub-family of oncoviridae type C, and is at present classified within the BLV-HTLV group, which includes HTLV-I, HTLV-II, Simian T-Cell Leukemia Virus (STLV), and Bovine Leukemia Virus (BLV) M6 . HTLV-I is endemic to the southwest region of Japan, the Caribbean islands, sub-equatorial regions of Africa and Latin America 3 -6,8,14 , 2°1 4 -27 - 34 35 . One of the diseases caused by it is a chronic progressive myelopathy presenting as spasticity, weakness in the lower limbs, and sphincter dysfunctions, called tropical spastic paraparesis/HTLV-I associated myelopathy(TSP/HAM) 9, 12, 21, 25, 27, 31 . In Brazil it has been found mainly in the northeast and southeast regions 2 ' 4,715,24,29,30 .Recently , endemicity was also shown in the southern region of Brazil, in blood bank tests, and the first cases of myelopathy were confirmed IS19 .
METHODS
During the period from June to December 1994, patients with non-traumatic and non-tumoral myelopathies seen at three general hospitals in Porto Alegre (Hospital Porto Alegre, Hospital Nossa Senhora da Conceição and Hospital Mãe de Deus) were investigated. They presented symptoms of progressive myelopathy with spastic paraparesis, neurogenic bladder and/or diminished sensitivity in the lower limbs 9, 27 . Twelve patients were submitted to research on anti-HTLV-I/II antibodies using the particle agglutination method (Serodia, Fujirebio), and five of them were serum reactive. The results were confirmed by Western Blot (Cambridge Biotech, Worcester , U.S.A., or HTLV Blot, 2.3. Diagnostic Biotechnology, Singapore), with a standard for HTLV-I 5 -33 (Fig 1) . Then samples of CSF were obtained on which the same tests were performed, complemented by urodynamic assessment, neurophysiologic study (somato-sensory evoked potential) and neuroimaging (magnetic resonance, computed tomography or myelography). Disability was measure according to Kurtzke's expanded disability status scale (EDSS). All of them fulfilled the WHO diagnostic guidelines for HAM/TSP 22 .
RESULTS
The five patients with TSP/HAM (41.6%) are aged from 29 to 69 years. Two were Caucasian, two mulatto and one black. Four patients were female, one of them the former wife of the single male. It should be stressed that she already presented a certain degree of spastic gait when she began her relationship.
Sexual transmission was dominant in four cases, and one case of coexisting use of injectable drugs also occurred. In one of the patients it was not possible to determine the factor of contagion.
The time of evolution of the disease ranged from 5 months to 15 years. Three of them walked without help and two were already bedridden. The points on the EDSS ranged from 3 to 8, with a median of 5.9. Four patients had a typically chronic-progressive disease, though one female (patient "C"), with the shortest time of evolution, had presented a multiple sclerosis (MS)-like pattern with a spontaneous remission and an EDSS falling from 5 to grade 2, after an acute ataxia at the beginning; her husband and one of two daughters were also seropositive for HTLV-I.
The main clinical signs consisted of paraparesis or spastic paraplegia with signs of lesions of the pyramidal tract bilaterally affecting the lower limbs (increased tendinous reflexes, ankle clonus, extensor cutaneous plantar reflex and abolition of cutaneous-abdominal reflexes). Atrophy of the muscles of the lower limbs was found in four of the patients, excluding the one who had the shortest time of evolution. In all patients there was severe loss of vibratory sensitivity (hypopallesthesta) and bathyesthesia. The complaints of back pain, paresthesia and dysesthesia were not constant in the patients studied. Syphilis serology and research on anti-HIV antibodies were negative in the patients with TSP/HAM.
Teste on CSF found moderate pleocytosis in one of the patients. Hyperproteinorrhachia was seen in three of them. In two cases a definite increase in gammaglobulin was noted. The CSF IgG was studied in four of the patients, and a rise was present in three. The Western blot for HTLV-I/II found antibodies against viral proteins of the gag, env and recombinant regions, indicating HTLV-I infection (Table) .
The urinary symptoms included hesitancy, pollakiuria and urgency incontinence. The urodynamic assessments were typical of hyperreflexive bladders with detrusor-sphincterian dyssynergy and high vesical residues. All the patients had constipation and reduced libido; the male patient also presented erectile dysfunction.
In the neuroimaging study, three patients were submitted to magnetic resonance of the spinal canal, and a certain degree of atrophy at the thoracic level was found in the female patient who had had the disease longest. One of the patients underwent computed tomography and another conventional myelography, both of which did not show any visible changes.
In the study of somato-sensory evoked potential (SEPs), no changes were found in the upper limbs; however, there was a delay in the time of conduction through the lemniscal pathways to the lower limbs.
COMMENTS
TSP/HAM has been related mainly to certain ethnic groups, mainly black, yellow and NativeAmerican 217 ' 20 -34 - 35 . In Brazil, the geographic distribution of these groups has favored documentation, in most cases, in the southeast and northeast regions. In the meta-analysis recently performed by Castro-Costa 4 , a gap is found due to the lack of reports on cases of TSP/HAM in some regions of Brazil (south, center, north).
Rio Grande do Sul (RS) is the southermost state of Brazil, presenting racial patterns compatible with the heavy European immigration (Italian and German) , associated with Hispanic-Native American miscigenation due to the bordering countries (Uruguay and Argentina). The state capital is Porto Alegre, now with a population of approximately 1,300,000, located at 30° Lat. South and 51° Long. West is the venue of this study 10 (Fig 2) . All the patients were born in and came from the capital of Rio Grande do Sul, and had already undergone previous investigation, except the one in whom the disease was of shortest standing. The predominant factor of contagion was sexual (heterosexual); there was no confirmation of transmission by blood or vertically 5 . The time of evolution of the disease was not proportional to the greater degree of functional disability, since the male patient, who probably was infected two years ago by his partner and developed the myelopathy nine months ago, presented the highest degree of disability, attaining 8 points in the EDSS 13 . All the patients presented an initial asymmetric involvement in the lower limbs with ascending characteristics, and some of them already showed signs of pyramidal lesion in the upper limbs. The signs of progressive paraparesis, paraparetospastic gait and autonomic dysfunction (constipation and neurogenic bladder) predominated 26 . The sensitive symptoms were not constant and in some cases did not appear. Cerebellar involvement was the dominant feature in just one case. None of the patients presented co-infection with HIV or positive serology for syphilis.
The CSF exam was unspecific, and was used in the differential diagnosis for other diseases 30 .
The neuroimaging exams to study the thoracolumbar spinal canal helped exclude compressive pathologies and, in one of the cases, suggested the existence of spinal cord atrophy 31 . The SEPs only showed involvement in the lower limbs of all patients".
The urodynamic investigation was performed in all patients, and a detrusor-sphincterian dyssynergy was found which had led to the complaint of dysuria; vesical hyperreflexiveness was correlated to pollakiuria and micturition urgency 28 ' 32 .
The prevalence of 0.3 to 0.42% in blood donors, and also the description of cases of TSP/ HAM in Rio Grande do Sul lead to the assumption that the retroviruses HTLV-I and HTLV-H, besides being endemic are correlated to the significant percentages of indeterminate myelopathies, and it will be necessary to perform broader studies to gain a real understanding of the problem.
Addendum: After submission of this article, four out of five patients who are still alive had their peripheral blood mononuclear cells collected, DNA proviral extracted and amplified by a polymerase chain reaction (PCR), also confirming molecularly the diagnosis and typing of HTLV-I (Simbios Biotechnology-Porto Alegre).
